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NG DUNG KI THUAT HOA MO MIEN DICH TRONG CHAN POAN,
PHAN LOAI UNG THU VU VA PINH HUONG PIEU TRI

Nguyén Thj Giang An*, Trin Thj Tuyén*,

Pham Thj Nhwr Quynh*, Lé Thj Anh Tuyét***,
Trin Dirc Hung**, Nguyén Quang Trung**

TOM TAT

Ung thu v (UTV) 13 mét trong nhimg loai
ung thu thudng g¥p va dién bién phirc tap nhét &
phy niI. Sy da dang cla UTV d3 gy khd khdn
cho viéc Iya chon phdc dd diéu trj cu thé. Muc
tiéu nghién clru cia dé tai nay la: SIr dung thanh
tyu cUa odng nghé y sinh, théng qua cic marker
phén tif theo nguyén ly mién dich & chén doan,
phan loai ung thu bi€u md tuyén vii. Trén cd s¢
d6 nham tién lugng va dinh hudng diéu tri cho
bénh nhén. Khao sat 75 trudng hgp ung thu biéu
md tuyén vi (UTBMTV) két qué cho thdy: B9
tudi bi bénh cao nhat 13 50-59 (40%), vi tri khoi
u tréi 13 53,3%, phai (46,7%), trong dé 40%
bénh nhan cd hién tugng di can sang hach néch.
Khi phan loai mé hoc cho thdy UTBMTV phén bd
trén cic thé khac nhau, trong dé phS bién nhat
I& thé Sng xam nhép (73,3%). Trong 55 truding
hgp UTBM thé 8ng xam nhap ti 1€ dd md hoc I, 11
fBn lugt 14 27,3% va 72,7%. Két qua phén tich
héa md mién dich (HMMD) & nhitng bénh phdm
UTBMTV biéu hién ER+, PR+, HER -2+ vdi ti I&
Bn lugt 38,7%, 66,7%, 32%. Phan nhém UTV
cho thdy: ty & nhdm 1A 1a 12 %; 1B la 12 %; 1C
13 1,3%; 2A 13 24,0%; 2B la 18,7%; 2C la 2,6%;
ER/PR-,HER2+(8%); ER/PR-, HER2- (22,7%).

* Khoa Sinh — Dai hoc Vinh

** Bénh vién Ung budu Nghé An

**¢ Khoa Ty nhién — Dgi hoc Hong Dirc

Phan bign khoa hgc: PGS.TS Hoang Viin Som

SUMMARY
APPLICATION OF
IMMUNOHISTOCHEMISTRY
TECHNOLOGY IN THE DIAGNOSIS,
CLASSIFICATION AND TREATMENT
OF BREAST CARCINOMA

Breast cancer is one of the most common
and most complicated cancers in women. The
variety of breast cancer rakes it difficult in
selecting a specific treatment regimen. Objective
of this study is to use achlevements of biomedical
engineering through immunological markers for
diagnosis and classification of breast carcinoma,
therefore, to predict and orient treating patients.
Results of study: 75 cases of breast carcinoma
showed that the highest age of patients is from
50 to 59 year (accounted for 40 %); tumor
location was on the left (52.3%), 46.7% was on
the right; 40% of total patients had metastases
in theaxillary lymph nodes. Histological
classification denoted that breast carcinoma
appears in different places, most common in the
penetrated ductal (causing mammary ductal
carcinoma (55 cases, accounted for 73.3%).
Among 55 cases of mammary ductal carcinoma,
the rate I and II of histology were 27.3% and
72.7%, respectively. - The results of
immunohistochemistry on specimens of breast
carcinoma with ER+, PR+, and HER-2+ were
38.7%, 66.7%, 32%, respectively. The
Subgrouping of breast carcinoma, 1A, 1B, 1C, 2A,
2B, 2C, ER/PR-, HER2 and ER/PR-, HER2-
accounted for 12%, 12%, 1.3%, 24.0%, 18.7%,
2.6%, 8%, and 22.7%, respectively.
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I. DAT VAN OE

Ung thu v 12 mot trong nhimg ung thu
thudmg gip nhét & phu nir trén thé gidi

ciing nhu & Viét Nam. O Chau Au, nam
2006 c6 khoang 3.2 triéu ngudi duge chén
doan ung thu va 1,7 triéu nguoi dd tr vong,
trong d6 ung thu vi chiém 13,5%.[4]. Tai
Viét Nam trong nhimg ndm gén ddy ty 1¢ ung
thu vt ¢6 xu huéng ting dén: Theo Nguyén
B4 Dirc, @ Ha N§i nam 1998 ¢6 20,3/100.000
phu nit, vao cic nim 2001- 2004 ting lén
29,7/100.000. Theo Nguyén Chin Hung, &
Thanh phé H6 Chi Minh, nam 1998 c6
16/100.000, ndm 2003 ty 1¢ nay 19,4/100.000
[4). .

Trong chan doan ung thu, mdé b¢nh hoc
thong thuong (nhu¢m HE) dugc xem Ia tiéu
chudn vang, nhung viéc chén doan bing mé
hoc chu yéu dya vao hinh thai va céu tric mo
hoc cua té bao. Trong khi do, cac té bao ung
thr ¢6 thé biéu hién hinh thai giong nhau
nhung lai c6 ngudn goc khac nhau. Vi thé céc
nha giai phdu bénh gip nhiéu khé khan trong
viéc xéc dinh rd ngudn gdc té bao. Sy ra doi
va phat trién cia ky thuit HMMD I3 mdt
trong nhimg chi dinh dé x4c dinh rd tinh chét
sinh hoc ciia quén thé té bao trong cung mét
dong nhung chirc ning khac nhau. Tham chi
HMMD con c6 thé xac dinh c4c tac nhan giy
bénh do vi khudn hay virus. Theo do,
HMMD c6 thé gitp céc bac s§ lya chon phac
@b diéu trj va tién lugng dién bién cua bénh,
Bén canh d6 HMMD coén hé trg cho vic
diéu trj dang dich, nhim nang cao hiu qua
diéu trj va tréanh tbn thuong cho cdc 1€ bo
lanh. Trong nuéc, HMMD d duge trién khai
& nhiéu co 50 y € 16n, Tai bénh vién Ung
buéu Nghé An, HMMD buéc ddu da dugc
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g dung tai phong xét nghiém Giai phiy
bénh-Té bao. Muc tiéu cua cong trinh nay la
g dung HMMD trong vigc chan doén, phan
loai va dinh hudng diéu trj cho cac bénh nhan
UTBMTV dua vao cac marker phén tir nhy
ER, PR, HER2.

II. VAT LIEU VA PHUONG PHAP NGHIEN cUu

2.1, Méu vat: Sir dung cdc mau tiéu ban
md bénh hoc va céc khoi nén luu trir bénh
phém cua 75 bénh nhan da dugc xéc dinh
UTBMTV béng ky thudt héa mé tai bénh
vién Ung buéu Ngh¢ An.

2.2. Héa méd: Mau dugc xur ly va dic
trong parafin va cét tir 3 pm, cd dinh 1én lam
kinh va nhuém HE (Sheehan va Hrapchak,
1980).

2.3. Phén loai md hoc: dya trén tiéu
chuén phan logi cia WHO 2003. Phéan d¢ mo
hoc UTBMTYV thé dng x4m nhép theo Scraff
Blom Richardson, cai tién boi Elston va Ellis
(1991).

2.4. H6a mé mién djch: Tiéu ban dugc
ct 3um va u qua dém. Sau do, tién hanh tay
parafin bang xylen, con (70°, 90°,100°). Béc
16 khéng nguyén véi pH 6 & nhiét dd 90-95°C
trong 15 phut; khir peroxydase néi sinh bang
H,0; 3% trong 10 phut. U khang thé 1 (ER,
PR, HER-2) trong 60 phut, rira béng TBS. U
Khéng thé 2 trong 30 phit, sau d6 nho dung
dich DAB, rira bang TBS. Cudi cing nhudm
hematoxylin.

2.5. Danh gid két quia nhudm HMMD

* Doi voi ER, PR: St dung khdng thé don
dong tie chudt. Ddnh gia két qua theo thang
diem Allred, dya vao ty I¢ va cuong do bal
mau ciia 16 bdo u nhie sau:
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Tong diém = PS +IS; Duong tinh: tdng diém > 0
* Cdch ddnh gid thu thé Her2: Sir dung khang thé tho da dong khang ngudi. Déanh gia
theo tiéu chudn cua Dako, dyra trén kha nang bit mau cua mang té bao u. Mau dwong tinh
la mau ¢6 cudmg 49 bit mau 2(+) va 3(+).
2.6. Phin tich sd ligu thdng ké: Céc sb li¢u dugc phan tich bing phin mém SPSS 16.

in. KET QUA NGHIEN clru
3.1. Tudi méc b¢nh
Bing 1: Dic diém va mbi lién quan twdi UTBMTV véi céc marker phan tir
Nhém tudi 30-39 | 40-49 | 50-59 | 60-69 | 70-79 | 80-89
. 1 19 30 9 5 I r| p
Sl Y
Obenhnhdn 1 14 soey | (25.3%) | @0%) | (12%) | (6.6%) | (1.3%)
ER(#) | SL 5 7 12 2 2 Lol o5 o
@=29) |[Tyle| 172 241 | 414 | 69 | 69 | 24
PR(+) | SL 7 14 20 5 3 [ N
(=50) | Tyle | 140 280 | 400 | 100 | 60 | 20
HER2(+) | SL 2 9 9 2 2 On " 1paid [t o
m=24) | Tyle | 83 37,5 375 8383 ] 0,0
3.2. Kich thuéc va vj tri khoi u
Béng 2: Dac diém khéi u va mbi lién quan véi cac marker phén tir
, _ .| ER(#) PR (9) HER2 (+)
: 1
bjcditm n R ST T TyE[SL] Tyl [ SL] Tyl
T <2cm 141867 6 | 214 [ 9 [ 191 | 4 | 182
Kich Jem< T<3em | 19]2533] 9 | 320 [ 14| 298 | 3 | 136
s Jem<T<dem | 263467 7 | 250 | 17| 362 | 12 | 545
khéiu | dom<T<sem |10 1333 4 [ 143 | 4| 385 | 3 | 136
(n=75) T> 5cm 1133l oloo 1] 210 [ o o0
Khongrotinhtrang | 5 | 667 | 2 [ 7.1 | 2| 43 | 0 | 00
Vitriu Phai 35| 467 [ 12 [ 414 [ 25| so | 14 | s83
(0=75) Tréi 40| 533 | 17 ] 86 [25] s0o | 10| 417
Khongdican |31 379 [ 11| 44 [22] 203 [ 7 | 292
Di ciin <3 hach 240 70 16 [ 8] 107] 3| 125
hach > 3 hach 2513100 9 [ 30 [1s] 20 [ 12] 500
(0=75) KhongrdTT__| 81 69 | 2 | 10 | s [ 67 [ 2] 83
5 0,869 0,412 0,049
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3.3. Két qua mé b¢nh hoc
Bang 3: Phan logi va phan d§ mo bénh hoc

i Tén ER () PR(+) | HER2 (5
Dic diém o | T8t | sL| Tyl | SL | Ty
Thé ong xdm nhép 55733 ] 22 | 759 [ 39 | 780 | 17 | 708
Thé &ng nho 11147 5 [172] 4 [ 103 ] 2 1783
Thé ndi ong 21261 0 |00 2 [500]} 2 8,3
Phin loai Thé tnimg ca 1113 | 1 |34 1 |500 I 42
b 'l;é:: Thé tiéu thuy xamnhap | 1 | 13 | 0 | 0 | 0 [ 0O 0 | 0
hoe Theé tiéu thiy 1113] 0] 0 [ O 0 0 0 |
(n=75) Theé tuy T {130 0 [t [201]0|00]
Thé nhay 1|13 [ 1 [ 34 [ 1 ] 20 1 | 42 |
Thé vinhtxamnhap | 1] 1,3 | 0 | 0 [ 1 [ 20 ] 1 | 42
Tuyéen nhi 111,310 0 1 2,0 0
) 0,659 0,300 0,653
) Bicthoardo (D61) |15|273 | 5 [ 67 | 9 [ 120 ] 3 | 40
?565??{[:3: Biét hoa vira (DO 1) |40 72,7 | 17 | 22,7 | 30 | 40,0 | 14 | 187
ingxim | _Biéthoakém o1 [0 0 ] 0 | 0 0] 0 | 0] 0
nhip) r 0,083 0,147 0,145
' D 0,545 0,234 0,292
3.4. Két qua nhugm héa mé mién djch
Bang 4: Ty 1§ bicu hi¢n cua cic marker phén tur
o ER (Y PR (4) HER2 ()
Biedicn SL | Tyl | SL [Tyle| SL | Tyl
Duong tinh 1(+) 17 | 227 [ 20 [ 26,7 | 18 | 240
Duong tinh 2(+) 70793 5[ 112 160 7w [ C 9.3
Dirong tinh Duong tinh 3(+) 5 | 67 | 18 | 24 | 17 | 227
Téng 29 | 387 | 50 | 66,7 | 42 | 56,0
P
Am tinh 46 | 613 | 25 [333 | 33 | 44
Bing 5: Phin nhom ung thu biéu md tuyén v
Céc marker SL | Ty 1§ | Tongso r p
Nbom 1 | (1A:ER+PR+HERZ+| 9 | 120
ER/PR (+) [(1B): ER/PR-,HER2+ | 9 | 120 | 24% | (e tR)=1 g ¢gg
HER-2(+) [(1C); ER+/PR-HER2+ | 0 | 00 -0.016
QA):
Nhém 2 18 | 24,0
ER+/PR+,HER2- £ Con c)
S ; (OB). ER-/PR+HERZ- | 14 | 187 | 3% orERL | 0,000
(2C); ER+/PR-,HER2- | 2 | 27 _ e
Nhom3 | ER/PR (-, HER2(+) | 6 | 80 | 8% ]
Nhém4 | ER/PR()HER2() | 17 | 227 | 227 |7 ;‘5*;”‘ 0,300
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Iv. BAN LUAN

Theo két qua nghién ciru cia Onitilo AA
va ¢s ndm 2009, cin cir vao sy bidu hién
ddng thoi cua céc marker ER, PR va HER2
da chia UTBMTYV lam 4 nhém chinh: nhém
l ER/PR(+)HER2(+) phu hep véi kiéu hinh
ng B (Luminal B); nhém 2:
ER/PR(+)HER2(-) phi hgp véi kidu hinh
éng A (Luminal A); nhém 3: ER/PR(-
)HER2(+) goi 12 kiéu hinh HER2 va nhém 4:
ER/PR(- )HERZ( ) goi |a bd ba am tinh phu
hop v6i kiéu hinh gidng day (basal-like).
Trong cdng trinh nghién ciru ndy, ching téi
cling d4 phan logi UTBMTV lam 4 phén nhu
trén. V6i sy phén chia nay d4 tao thanh cic
phan nhém dap u'ng véi sy biéu hién cua ndi
tiét hodc sy khuyech dai cua gen Her 2/neu.

Nghién ciru vé y nghia biéu hién cua céc
thy thé estrogen (ER) va progesteron (PR)
Allred va cs (1998) cho rang 2 thy thé nay co6
vax trd quyét dinh dé img 70% lliu phép nqn
tiét. Chinh vi vay, néu cét bo nguon sdn xudt
estrogen thi benh nhén s& c6 ddp (mg ldm
séng giéng nhu diéu trj bang thuéc khang noi
tiét. HER2 1a mét thy thé glycoprotein trén
mang té bao dugc tong hop tir proto—oncogen
Her-2/neu, nim tai vj tri 21 trén nhidm séc
thé 17. Sy biéu hién qua mirc cua thy the nay
trong UTBMTV la mét tién lugng x4u, dic
biét 1a trong nhém bénh nhan c6 di cin hach
nach. Ngay nay véi sy phat trién cua cong
nghé sinh hoc, ngudi ta da ché tao ra céc
khing thé don dbng nhu  Herceptin
(trastuzumab). Sy két hop Trastuzumab va
hoa chét c6 kha nang kéo dai sy song cho céc
bénh nhan UTBMTV.

Két qua nghién ciru 75 bénh nhén cho
thdy, nhém PR duong tinh 66,7%, ER duong
tinh 38,7%, Her-2+ 32,0% (bang 4) Trong
do, estrogen va progesterone co mdi truong
quan thuidn vira vGi nhau véi 0<r< 0,25;
p<0,01. Theo Pang Cong thuan va cs (2011),
estrogen va progesterone ¢6 tuong quan chit
ché v6i nhau va tuong quan nghjch voi HER-

2. Nghién ciru vé phén rhom cia UTBMTV
(bang 5) cho thay: ty 1¢ biéu hién cua
ER/PR(+)HER2(+) la 24%, day la sy biéu
hién dong thoi ca yéu t6 noi tiét va sy hoat
ho4 cua gen Her2/neu. Sy biéu hién cua
ER/PR(+)HER2(-) chiém ty 1é cao nhat
(45 3%). Phan nhom nay vdi xu hudémg chi
biéu hién thy thé noi tiét va khong c6 sy biéu
h|¢n gen HER2/neu cung vén ti 1¢ phdn bao
thap thuimg c6 tién lugng tdt va ti 18 tai phat
thip. Dbi vél nhém nay c6 thé chi diéu trj
khéng ndi tiét hosc bang céch cit ngudn
estrogen tur budng trimg. Ty 1¢ phan nhém
ndy thép hon so véi két qua nghién ctru cua
Doé.n Thj Phuong Théo, 2011 (44,7%) va
thdp hon Carey LA (67%)[3] Phan nhém
ER/PR(-)HER2(+) chi chiém ty 1¢ 8%, song
ddy la phan nhom c6 dap img diéu trj nhung
tién luong x4u. Nghién ciru cua Poan Thj
Phuong Théo va cs ndm 2011 trén nhém nay
cho ty 1¢ 17,9%. Phan nhém ER/PR(-)HER2-
chiém 22,7% la phan nhém khéng c6 sy biéu
h|¢n cua ndi tiét va gen HER2/new, do viy
can xét nghiém thém véi marker phat hién
cytokeratin (CK5/6, CK7 ) dé phét hi¢n sy
biéu hién gen BRCA. Néu két qua am tinh
dugc xem nhu tuyén u va bnnh thudng.

Xét vé gidi tinh cho-thdy, UTV chi xuét
hi¢n & nir gidi, mdc du céc cong trinh nghién
ctru khéc da chi ra UTV cé the xuat hi¢n & ca
nam gi6i, tuy nhién ty 1¢ méc rat thip. UTV
Xudt hi¢n vél ty 1€ cao ¢ do tudi 50-59 (40
%); tiép dén 1a nhom tdi 40-49 (25,3%),
khong c6 truong hop nao 'o 46 tudi dudi 30
(bang 1). Nhur viy dd tudi mdc bénh trung
binh 51,9 + 11,9, day 1a d tudi mén Kinh. Vi
thé, sy réi loan vé hormon an tiét da gop
phin gia tang ty 18 UTV. Két qua ndy phu
hop véi cac nghién ciru cua cac tac gia Khac
[12]13](4). _

Nghién ciru vé vj tri ton thuong do UTV,
thudmg gdp ¢ vu trdi nhiéu hon vi phai. V; tri
ton thuong UTV khong duge xem 1 )eu td
tién lugng va dinh hudng dicu try b¢nh. Kiém
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tra kich thuée khéi u sau phiu thuat cho thay,
khdi u ¢6 kich thude tir 3< T < 4 cm 1a chu
yéu (34,67%) (bang 2), tuy nhién trong
nghién ciru ndy chua thé hién duge méi
tuong quan gitra kich thudc u vai thy thé ndi
tiét (-0 25<r<0; p>0,05). Khi nghién cuu ty 1¢
cac khdi u ¢6 kich thude tir 2-5 cm Tran Vin
Hoa, 2001 cho két qua 73%; Lé Quéc S,
2004 1a 49,7%; Ding Cong Thuén 2006 la
47,5% [3].

Tinh trang di cin hach néch va sb lugng
hach nich dugc xem la yeu to tién lugng
quan trong lién quan den ty 1¢ sbng con va ty
I¢ tai phat bénh sau diéu trj. Trong nghnen
ciru ndy, ty 1¢ di can sang hach nach chiém
55,1%. Két qua nay tuong duong véi nghién
ctru cua Ding Cong Thuan, 2011 (51,3%)

UT phan bo tuong d6i da dang nhun
trong d6 thé 6ng xam nhap cl ti l¢ cao nhat
(73.3%). UTBM thé ong nho thap hon
(14 7%) Céc truong hop khéc chlem ti 1¢ rat
thap. Két qua ndy tuong ty véi mot sb nghién
ciru cua truéc day [2][4]

D) mod hqc Do mo hoc co y nghla quan
trong trong viéc tién luong va diéu trj bénh.
Phan tich 55 tnrimg hop UTBMTV thugc thé
ong xam nhap két qua cho thiy: do I chiém
ty I¢ cao nhét (72,5% ), 4% I chi chiém 27,3%
va khong c6 d¢ III. Trong d6, tap trung cao
vao nhom PR duong tinh (40%). Tuy nhién,
trong nghién ciru cua Péang Cong Thudn,
2007 ty 1¢ 4o 1l chiém wu thé (50%), % 11
chiém 44,3%.

V. KET LUAN

Can cir vao cac marker phdn tr trong
HMMD ching t6i da chia UTBMTYV thanh 4
phin nhém. Sy bléu hién nhém
ER/PR(+)HER2(-) chiém ty ¢ cao nhit
(45,3%), nhéom PR duong tinh 66,7%, ER
duong tinh 38,7%, Her-2+ 32,0%; phén
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nhom ER/PR(-) HER2(+) chiém t?' 1€ 8% va
phin nhém ER/PR(-)HER2- chiém 22 7%
Cac phan nhom nay cO sy khéc biét vé do
tudi biéu hién, kich thudc khéi u, loai mé hoc
va 0 mo hoc. Bénh cach dé ty 1¢ b¢nh nhén
cO hién tuomg, di cin hach cao (chiém
55,1%). Két qua nay cho thdy, sy da dang
sinh hoc cua ung thu v, cidc phan nhém nay
gitp dmh hmh cac nguy co ciing nhu tién
lugng dién bién cua bénb. Day 1a nghién ciru
budc dau cung cip nhﬁng dir li¢u phan tir véi
mong mudn hd trg cho diéu trj ngay cang tot
hon. Hy vong trong nhﬁng nghién ciru dai
hon, theo ddi dép ung diéu trj cua bénh nhan
ciing nhu dién tién cua bénh, chung ta s&
cung cép thém nhu'ng yeu t6 nguy co tai phat,
di can, dap img diéu tr.
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